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Send to: JGOODHEA 
From: R.-A. Walk 

To: Ms. Jan Goodheart 

Subject: Submission to the Australian NH&MRC dated June 22, 1994 
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Dear Jan: 
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As mentioned on^the phone yesterday, the phrasing of the document 
on page 9 regarding animal inhalation studies requires reconsideration. 

/ 

Subchronic inhalation studies, i.e., studies with inhalation periods 
of 14 or 90ydays with histopathological analysis after this period 
are in general not intended to detect "lung cancers" in the exposed 
animals. Tumors being detected within such a short period would require 
either specially designed "hypersensitive" animal strains or extreme 
doses of extremely potent carcinogens. In subchronic studies biological 
endpoints-mechanistically related to carcinogenesis (e.g., DNA adducts, 
mutation of tissue DNA) are often investigated (even in the studies 
cited here and in studies by Lee et al., 1992 and 1993), but at present 
non of these have been shown to represent a surrogate or an unequivocal 
early marker of tumors. 
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Chronic inhalation studies with experimental animals using cigarette 
sidestream smoke as a surrogate for ETS, which would be suitable to 
detect a carcinogenetic potential - if it would exist - are not being 
published yet. Haley et al. had started a chronic inhalation study on 
Syrian Golden hamsters in the mid 80's but the study was probably 
terminated after several months due to technical problems. 

A group at the university of Kentucky (Gairola, Diana)is currently 
performing a chronic study with mice with a main focus on developmental 
effects, but no test substance-related tumors have been detected 
(unpublished personal communication). 
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Please let me know if I can be of further assistance in this issue. 

I am looking forward to meeting you soon in London. 

Best regards, 

Roger Walk 


Source: https://www.industrydocuments.ucsf.edu/docs/ykkxOOOO 
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